mummff up) 



(12) ^ §1 11^ ^ ^ (A) wmm^j^mm 

#li¥5-331071 

(43)4:^5^8 ¥fi£ 5 ^0993)12^148 



(sDintci.' m^m^ frF^^s#^ F I ^mm^^mm 

A6 1 K 37/30 ADD 8314-4C 

AAB 
ABN 
ABR 
ACL 



(2i)aii(i#^ 




(71)t±iiSA 


000000033 










(22)aiSSB 


¥^5^(1993) 1^ 8 B 




:mf^:kmi^t^'^m^m 1 Ti 2# 6-^ 












f 1t8l¥4-27277 






(32)iS5feB 


¥4(1992) 1 ^17B 








B:$: (J P) 










02Mm^ 
















(72)^0^^ 










w^m^^i^in^273-\2 






(74)RmA 





C57) 

[tgsS] *iUi^h-=->3HSTMiS'^-7'?-K (CGR 
P) ffi^W3?l)»?S^JiO. S^fWJiUr. 1 ) W5fM© 

ai-a-x. -Y-^t^h-Ji', y;l't'h-;u. vjuh- 

>, L-r7->. L-i^Xf-fV, L-a-^-». L 
- r >fc J: L - 1 X ^ >;5i 6 i^c -S fflP J; 0 iiis: 



2) mmomtt h 0 A tmmo I mtMt 2m 

;L/t'h->'U. hu>'^P";^. r+xh^ 

L-T^-=->. L-i^X7^-r>, L-n^'^^>, L-T 
J: L - b X ^ 6 ^cf >5g¥ J: ^ iit^^i/c 

1 ) W^aW^^i^Dr^^X h 'j>. L-';v>, L- 

2) w^ijsotM^t:^ h ';'^AiWx(isoias/cti2a 20 

;Ub^F-;U. v;Uh-X, ^^.'^P-x. f'l^Xh^ 
>. 7;U^h-X. >^;l/3-x. v>y-x:fe<i:c>';^'^ 

^ h"X7:>^6?:c^afj:Diit^tifcti^$/c{iy'>ii^>. 

L-77:^>. L-vXr^'>. L-U>r>'>. L-T 
- >:b- ^ a' L - t X ^ i» tD^ 6 ^ Sf J: 0 iititi /c 

[000 1] 
[0002] 

[0003] thCGRP (h-CGRP) {miXUi. 

ature. 308 (19). 746-748 (198 
4) . FEES L e t t e r s. 1 8 3 (2) . 4 0 
3 (1985). Neuropeptides. 4. 4 
2 5 -4 34 (1 9 8 4) . Nature. 3 13 

(3) . 54-5 6 (1984) ) « 

[0 004].:r^?CGRP (p-CGRP) {t^m^± 
mm^^t^^y'^l^tLX^n^hXl^^ CNeur 50 



) ^$§^¥5-3 3 1 0 7 1 

2 

opeptides. 9, 75-82 (1987)], 
yy hCGRP (r-CGRP) tiiiitffiSif^ffl. 

CB r i t i s h J . P h a r m a c o 1 . . 8 6 , 
544(1985), Regulatory Pept 
ides. 1 2. 8 1 - 8 9 ( 1 9 8 5) ) o 
[0 0 0 5] tfc. h-CGRPi|?i^. -7 h ';CG 
RP (c-CGRP) ^J:0'c-CGRPgS®f*(Sjfii« 

i ^^nrc^^ (!f#gfieg62-l 2 9 2 97-^^fg. i^g^ 
eS6 3 - 1 2 6 8 9 4-^4>fR. l^g^BSB 3 - 2 5 8 4 9 
0^']>n. m^Bg6 4 -2 6 5 9 8^^i>$g) « cgrp 

mi.>^mjtmmn^hxi.^^. 

[0006] 

^^Mih^m^t\Xi.^^f)K v>::- h-JU^CGRP^iCD 

immc-oi^^xitt. ^tKim^fbhtnK mm 
m(>c^ii^^mmtbx-\zv^>. ^bMnrjiy^ 
y^om^^^mfjm^^tixi.^^:^^ ch^u. $m 

tfc. ^^mitLxr ^ ym^mmt^ct^c 

^xn^:^tiXi.^:^>f)\ CGRPmifCr)i,^Xi(t^mx$^ 
[000 7] 

miitcmm. M^mci,^ cGRp^cc^tLT. mmom 
^ixoi^mo^xittv-^^UT^^^hvy^cm^. 

[0 0 0 8 ] bi)^brj:f)ii!,^ -mc^<m^tiX\.^^ 
^•^-yfc. ttc. y;Un-x. ^/^i^h-x. ^>y-x 

r+X h •J>i':^WiCGRPS(D$S^KiJ<hLr(iiil^ 

[0 0 0 9 ] $6cc. 7 ^ ymmo^xiit. 



3 

I J C G R P JItC K 0 t^^^mJ&^M e n/j: /Co 
[0010] CCDct^Oc. -tf^r^or^^x h L- 

m<Dmm^mmm^mm 6ct ttj:^ tc. 

rv>::^h-jU, ->jL^?D-;^, -fyvh-;u, v;ut' 
h-JU. f+Xh7>. :7;U^h-;^, ^ 

/d^y'>i'>>. L-r^^>. L-n-rv>, l-vx 

Ms^m^LXm^^mt^Cti^Cj:^^ CGRP^OS 
^tt;&^¥L<r^±-r^C<!:^MHiL/Co CCOl^m. CG 

(ST 5 ymmt^itt h oj>^^imt^ c t^cj:fo . 

[0 0\2]-tfjii:>ib.^^m<D^mt. CGRPS^ 

-7jl/h-;<. V\yJ^KJi-X^ f+Xh^>, 
L-v;^r'{>. L-D>f^'>, L-r>'i'^':^>:ld 

©i^rti;:>^i-o;?:^w-r^c<i:^!$gj[<b-r-sms^ 

[0Gi3]^/c. :^mM<ommi^t. corps 
itmtbx. 

1 ) W^ScDif-Z^^ur+X h y L-^Jiy>. L- 

momtt h y A <bW3^ao i mttdt 2 ^w±(d-7 

>:^h-;u^ t^jL^7u-x, -fy^^h-^u, y;ut'h- 
>iu. vji/h-x. hu^ND-x, r^xh7>. 

L-i^Xf-^y. L-P'Y^>>, L-r;L.=^^':::.>4o 



(3) f#r^^5-3 3 1 0 7 1 

4 

sios^^ta^ti^.-r ^ c i r ^ -s. 
[00 1 4] :^mmm^^hf^i^x^^cGRpm 

"Lit. CGRP. •e(Di|2Sf*^/cti^^i6(7)tgr^'5>o 
CGRP:teJ:^'-ecDil^(*ti^i^^co-^7'^ F^^S^i. m 

^{t. mtm. mn-mcj:fom^^ti^o cgrp(d^(| 

tbXiit. h-a-CGRP, h-iQ-CGRP, c- 
CGRP. r-a-CGRP. r-/3-CGRP. p- 
CGRPrj:^i)mihh^^ 
10 [0015] m^om^i^omt Lx{t. rxr 

-tT5 y-h -a-CGRP. t::^7 :^Ji^- t7 ^ 
/-h-/3-CGRP. rXr^^^JU- CA s u'*' ] 
-h-a-CGRP. rXT^-;I.- CAsu'*' D - 
h-/3-CGRP, CAsn^ . Phe'*. GIy''3 
-h-a-CGRP. f:^7 "7:^)1- T7 ^ y- CA s 
, Ph G 1 y'^] -h-a-CGRP. CA 
sn' , Asp^\ Gly'^J - h-a-CGRP. y= 
X7^^;U-rT5 y-CAsn'. Asp'\ Gly 
''D -h -a-CGRP. CAsn^ . Asp'\ Ph 

20 e^'D - h~a-CGRP. T:^7^^)l~'fTiy- 
CAsn^ . Asp'\ Ph e^^] -h-a-CGR 
P, CA s p'^D -h -a-CGRP. rX7^^;U- 
r7^y- CAsp^^) -h-a-CGRP. CAsn 
'.GIu^\Gly'^)-h-ct-CGRP. rX7 
5'-;U-r7 5 ^- CAsn'. Glu^\ Gly*') 
-h-a-CGRP, CAsn' . G 1 Ph. 
e*'3 -h-a-CGRP. rX7^::->'U~ r7 5 y - 
CAsn' . Glu^\ Ph -h-a-CGR 
P, CG 1 u^^] -h - a-CGRP. rX7^:^JU- 

30 r7^ y- CG 1 u^^) -h-a-CGRP, rX7^ 
CAsu^ ' ] -c-CGRP. rX7^::i-;U- 
CAsp' . Asu'*' ] -c-CGRP. rX7^:^ 
>'U-r7 ^ c -CGRP, r^^T v^JI^-tTI ^ 
-C(4-F-Phe)'']-c -CGRP/j:i';:>5^tf 

[0016] ±iBCDCGRPi|zgEi*CDif^tJ. m^it. 
mm^Ud 2-129297-^. ^m^S 3 - 1 2 6 8 9 
4^. Jf$^^PS6 3 - 2 5 8 49 0-^. #H0S6 4-2 6 

5 9s^tJ:^ia^m^tlx\.^h. mJieocGRP^/cti 
40 "tcommi^o^tuxiit. mm^m('C^m^<Di^f)mn 

t(oi^. mm. mEm. ^^^^m. ^x>®, y>r3'^ 

[0017] ^mM^cm(^^^ti^cGRpm<Di$,mm 
ts. mma°atbxmwj:^mri^im^§^m'rh&^m 
i^ni3:j:<. ii^. 108:^3 0. o. 1-500 

[00 18] cGRpmo^mitrntLxi^t. -^^^a 

r+Xhy>. L-yv>. L-i^jU^^ >^/c{iL- 
50 ^^t::~>^^tl^hmiiX^mt^f)\ ^-2,mi2ffl 



(4) !f$B§¥5 -3 3 1 07 1 

5 6 

[0019] ±ie©||5Si LXa. m^l,t-7>::- h- IC-GriSa^&^CDp HPJIiSiI. ^SgfM. ^mm, If 

JU, ->:.i7P-X. v;H^H";k 7;U figij, |!$)SSJ^^zi^t, ±IS(D7j<fiSltjrCCi§g?tr*S 

h-x. l-^>'^a-x. r+xh5>. 7;Ui7h-;<, Bitiat, ^ffitc«-:Ji^T*teS£^-rnWcti^ c©a 

>. L-T^-=->. L-i/Xf-O. L-n'('i^>. L [0 02 2 ] 

icmc^-^x. ±xmitmiMf)i^is.Ltci>(D'&^mL 

[00 2 0 ] ±ii3imim(omm&it. c g r p^s i s /c, 

mmcnu. o. 2~ioo, o oosaspfia^^jff^ [002 s] nfet^n 

L<. $6iCj?JL<tt2~l 0, OOOfiSSPfig^ r^r7-;l.-rr ; y-c-CGRP 1 mgiTie© 

r^ymmimmmcMux, 0. ooi-^bmrnmi $-\itc. mmmm^ik. n^yxryvMco. smi-ro 

rs.mmtin\t^\.\ y^'m\i^tbxfct, mutmmm 20 mmif^^iMiWkm^'mc. 

a*. 4a:t«iR^ciAs^/T^$n6, $e.fc±B2©7Ktt [0024] 





^ ^ n 


SlUIJI (mg) 


1 




1 0 0 


2 




10 0 0 


3 




10 0 0 


4 




1 0 0 



[0 0 2 5 ] mm\2 ^mmmL. ^^mitmimm^mc. 



C5) !f$^^5 -3 3 1 0 7 1 

7 8 



CGRP« 


(mg) 




(mg) 


h-a-CGRP 


0. 2 










4 0 


h-iJ-CGRP 


0. 2 




4 0 


c -CGRP 


0. 2 




4 0 


tX7^-;1/-x7^ y - h - a - 


CGRP 




4 0 




0. 2 






x;^7^r:;i/-x7^ / - h - a - 


CGRP 




4 0 




0. 2 






t:^7^-;1/-x7^/- CAsn 


* , Phe 


fi 


4 0 


Gl y"] -h-a-CGRP 


0. 2 






xX77-;i.- (As n*-' ] -h 


-a-CG 


n 


4 0 


RP 


0. 2 






(As n' . As G 1 


-h-a- 


a 


4 0 


CGRP 


0. 2 






xX75r:;i.-7'75y- [A s 


. Asp 


It 


4 0 


Gl y**] -h-a-CGRP 


0. 2 






(Asn' , As Phe^*} 


-h-a- 


ft 


2 0 


CGRP 


0. 2 






5r^X7^:::;V-x7^y- (Asp^^3 -h- 


n 


2 0 0 


a-CGRP 


0. 2 






(Asn» , G 1 G 1 y"] - 


-h-a- 




1 0 0 


CGRP 








xX7^r:;V-x75y- (Asn» 


, G 1 13 




2 0 0 


Gl y"] -h-a-CGRP 


0. 2 






(Asn' , G 1 Phe^n - 


-h-a- 




2 0 



(6) 



^^g3¥5-3 3 1 0 7 1 
10 



CGRP 


0 


. 2 










- CAs n« . G 1 u 


L 




1 0 0 


'\ Ph e ''J -h-a 


-CGRP 0 


. 2 








CG 1 u^*] -h-a- 


CGRP 0 


. 2 


L 




6 0 




- CG 1 u^^] - 


h- 


L 




10 0 


a-CGRP 


0 


. 2 








xX7^— CA s n 


3 -c-CGRP 


L 




1 0 0 




0 


2 










-c-CGRP 




J3 






0. 


2 






1 0 0 


xX7^r:;i.-5^75y 


-c-CGRP 

0. 


2 


L 




1 0 0 


h-a-CGRP 


0. 


2 


L- 




10 0 


xX7^-;i/-x75y 


-c-CGRP 

0. 


2 


L- 




2 0 0 


h-a-CGRP 


0. 


2 


L- 




2 0 0 




-c-CGRP 

0. 


2 


L- 




1 0 0 


h-a-CGRP 


0. 


2 


L- 




1 0 0 


x;^7^r:;l/-x7^y- 


- C (4-F-Phe 


L- 




2 0 0 


) -c-CGRP 


0. 


2 









[0027] 

>^ h-;l/5 0 0mgi6j:Ui^{tt h 'j'^A 1 0 Omg 

^t^. ^M^§7ic5 om 1 ^jjDA. ^g^^-t^/co mm 



* [ 0 0 2 8 ] us 

fc (*^Bgp°o6-l 7) „ 
[0029] 
[^3] 





^m-r^mm (mg) 


:Sfl::^hU^A (mg) 


6 


D-'7>-h-)\^ 5 00 


2 0 0 


7 


xa.^?D-X 500 


1 0 0 


8 


v'jL^'a-X 5 00 


2 0 0 


9 


^^U5» 1000 


10 0 


1 0 


^'Jv> 100 0 


2 0 0 


1 1 


L-v;^'r'f> 1000 


1 0 0 


1 2 


L-77:i> 1000 


10 0 



C7) 



1^§a¥5 - 3 3 1 0 7 1 



11 




12 


1 3 


D-T>r:h-;P 500 
M ^ V 1 n n n 


1 0 0 


1 4 


n — •y'v*" ji/ *^ n n 

J-' ^ v^— 1 /K 3 U U 

hUAD— X 5 0 0 


1 u u 


1 5 


D-Vjl'h-X 5 0 0 


10 0 


1 6 


D-V>-h— 10 00 


1 0 0 


1 7 


D-T>- h-^I/ 2 0 0 0 


1 0 0 



[0 0 3 0] -mm^^ 

h-a-CGRPO. 5mgiD-v>ji h-;l'2 5 0 
[0 0 3 1 ] |IMC?!16 *20 



[0032] 



CORPS 


(mg) 




(mg) 


h-j8-CGRP 


0. 2 




2 0 0 








40 


C-CGRP 


0. 2 




2 0 0 








40 


xX77r:;l/-x7^ y - h - a 


-CGRP 




2 00 




0. 2 




4 0 


xX7 5:i;i/-^7^ y - h - i3 


-CGRP 




2 0 0 




0. 2 




4 0 



C8) it$^¥5-3 3 1 07 1 



13 


14 


xXT^-jV-T^T^/- CAsn* , Phe 
'\ G 1 y*»] -h-a-CGRP 0. 2 


D-T>-h-;l/ 200 
afl::hh'J»>A 4 0 


xX77-;i/- CAsn'-' ] -h-a-CG 
RP 0. 2 


5^jL^^a-X 200 
4 0 


xX7^-;l/- (Asn'-' ] -h-/3-CG 
RP 0. 2 


^'J5^> 200 
^^th^J^A 40 


CAsn* , Phe'^ G 1 y'*3 -h-a- 
CGRP 0. 2 


L-xX-r-rv 2 00 
iafl::fhU»>A 4 0 


CAsn' , Phe'^ G I y'*) -h-a- 
CGRP 0. 2 


D-Y>-h-)l 2 00 
a[ft;:fhU':7A 4 0 


xX7^-;i/-x7^y- CAsn* . Asp 
'\ G 1 y**) -h-a-CGRP 0. 2 


e^o.i'D— X 2 0 0 

:afl:±hUr>A 4 0 


CAsn' . Asp'*. Gly") -h-a- 
CGRP 0. 2 


^»J>'> 2 00 
^iti-h'J^M. 40 


xX7^-;i/-5r7a/- CAsp'*) -h- 
a-CGRP 0. 2 


L-vX'r-r> 2 0 0 
h U ^7 A 4 0 


CAsn' , G\u'\ Gly"] -h-a- 
CGRP 0. 2 


D-T>- h-;i/ 2 0 0 

m.i\:i- h U A 4 0 


xX7^:i;>-x7^y- CAsn* . Glu 
Gly"] -h-a-CGRP 0. 2 


>/:i^?D-X 2 00 

mitth^j^A 4 0 


CAsn' . G\u^\ Phe*'] -h-a- 
CGRP 0. 2 


5^»Ji^> 200 
»<l::fhU'>A 4 0 


xX7^-;i'-x7^y- CAsn' , Glu 
Phe"'] -h-a-CGRP 0. 2 


L-^^Xx-rV 2 00 
tt[lt:^h'J'>A 4 0 


CG I u^'] -h-a-CGRP 0. 2 


D-T>r:h-;i/ 2 0 0 
:fifl::^hU':7A 4 0 


CG 1 u**] -h-a-CGRP 0. 2 


D-T>-h-;i. 400 
mit±hOOA 4 0 


xX7^-;i.-x7^y- CGlu'*) -h- 
-a-CGRP 0. 2 


^/jL^^D— X 2 00 
Mitth'J^A 4 0 


xX77-;P- CAsn'-^ ) -c-CGRP 

0. 2 


i^«J'» 2 00 
a[{l::fHU»>A 4 0 



(9) 



!f$F^¥5-3 3 1 07 1 



15 


16 


xX77-;V- CAs p* , As n'*M -c 
-CGRP 0. 2 


L-xX7^-r> 20 0 
mitth^J^A 4 0 


xX77:i;V-x7^ /-c-CGRP 

0. 2 


D-T>:ih-;l. 20 0 
^iti-hO^I^ 4 0 


xX7^r:jI/-x75 y-c -CGRP 

0. 2 


D-T>-N-J|/ 40 0 

3[{b:^KU^A 4 0 


7=X7^r:;P-r75/- C (4-F-Phe 
) -c-CGRP 0. 2 


i/a^J^D-X 2 00 

40 



[0 0 3 3] mmmi 

rX7^-:^;U- r7 5 y - c - CGRP 1 OmgiD- 

m^Wc. 20 

[0 0 3 4] USS^JS 

rXr^-:^;U-rr ^ c-CGRPSOmgiD- 
v>ji h--jH gidJ:(>'^{t:^ h 'j^A 1 0 Omg'^ri 

[0035] 

CGRP®$^{tl^.SI 30 
( 1 ) rxr^:^;u-rr - c - CGRP 1 mg^ 

mm^a 1 ) . 

(2) rX7^^;U-r7 5y - c-CGRP Imgi 
D-v>:^ h'-^H 0 0 Omg^iO. ^^^^^^5 0 

J^l^^ii?ffJ^ff /c («Ma°p2 ) . 40 

(3) rX7^^;U-r7S^-c-CGRPlmg<l: 
h--X 1 0 0 Omg^iO. MMM^7Kb0mUC 

[0 0 3 6] (4) f'X7^::iJU-r75 y-c -CG 
RPlmg<!:^'JV> 1 0 0 0ing^iO, mmm^7}<i 

(5) rX7^^JU-r7^y-c-CGRPlmg<h 



L-7^^>1 OOOmg^iO, j»S^.S*50m 1 
(6) rX7-7-;U-r7^y.-c-CGRPlmg<!: 

t hjf[i^7^u^s>i oomg^io. mmm^^Hbo 

[0 0 3 7] (7) rX7^-:^;U-r7^ y-c -CG 
RP \mgt&tt h 'J-^A 1 0 0 0 rag^iO.JSB 

(8) fX77^;U-r7^>^-c-CGRPlmgi 

(9) rX7^^;U-r7^ y-c-CGRP 1 mgt 
D- v>:^ h->'U5 0 0mg*5ci;O'i^Ui>>2 0 Omg 
^iO. ^@I^S*5 Om HCie^?#/c. WT. 

9) , 

[0 03 8 ] Ci«.si:^?£3 mi^<Dmmmvmc:$:mmsi 

1^1 7:te<J;O'>r^flSD°Dl^9C0§^^6 0°Ctcr 3 

mmko^M^ 1 0 o^i Lrm^m^^isbfc. 

[0 0 3 9 ] HPLCi'J^^f4^ 
;O^A:YMC AM-3 0 2 ODS S-5 
OA (YMCttSi) 
[^^4. 6 X 1 5 Omm 

^mS:0. 1 %TF A : 7-fe h ';;U= 6 9 
: 0 . 7m\/^ 
: 2 2 0 n m 

[0040] 
[^5] 



1 2 



3 1 



(10) it$eg¥5- 3 3 1 07 1 

17 18 





^ ^ ft SO 


. ^MA 
(mg) 


(%) 






— 


8 0 






1 0 


5 9 






1 0 


6 8 






1 0 


6 1 






1 0 


7 8 






1 


5 8 






1 


1 0 0 




L - u $;> 


1 0 


10 0 






1 0 


9 9 






, 1 


9 5 






1 0 


8 1 






5 


7 5 






5 


8 4 






2 








5 


9 9 






1 








5 


9 7 






2 








5 


9 7 






1 








5 


9 9 






2 








1 0 


9 9 




ttft:f hU'^A 


1 








1 0 


9 9 






2 








1 0 


9 7 






1 




2 




1 0 


9 8 






1 




*55Wfi.l 3 




5 


9 9 






1 0 








1 








5 


9 9 




hW\D-X 


5 






Silt h U y A 


1 




*%^ia 1 5 




5 


9 9 






1 




*^9^ift 1 6 




1 0 


9 9 






1 




:^%^.S,l 7 




2 0 


9 9 






1 





(11) 



19 



?$^¥5-3 3 1 07 1 
20 



(51)Int.Cl.' 

A 6 1 K 9A4 



47/02- 
4 7 AS 
47/26 



L 7329- 4C 



F I 



E 
B 
J 
J 
J 



7329- 4C 
7329- 4C 
7433- 4C 
7433- 4C 
7433- 4C 



